onnective tissue diseases (CTDs) cause a myriad of pulmonary complications, including bronchiolitis and bronchiectasis, pleuritis, and pulmonary hypertension. Interstitial lung disease (ILD) is a common and serious form of pulmonary involvement characterized by various patterns of infl ammation and fi brosis on high-resolution CT (HRCT) scan and in lung biopsy specimen. Advances in the description of radiologic patterns and pathologic fi ndings used in the idiopathic interstitial pneumonias are now being applied to patients with CTD, although some have argued for an alternate classifi cation scheme based on the degree of cellularity and fi brosis. 1,2 The British Thoracic Society has published guidelines that address both idiopathic and secondary ILD, including CTD-ILD. 3 They suggest that a multidisciplinary approach is the "gold standard" for the diagnosis and management of patients with ILD, and in CTD-ILD, the approach should also include rheumatologists .
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Although it is common for ILD to be diagnosed concurrent with or after CTD, some patients will present with ILD years prior to receiving a diagnosis of CTD. in the absence of esophageal symptoms. 10 Savarino et al 11 compared 18 patients with SSc and ILD and 22 patients with SSc but without ILD. Patients with SSc-ILD had a higher frequency of both acidic and nonacidic Additionally, some patients may have presentations dominated by or limited to pulmonary manifestations of autoimmune disease. Thus, it is crucial for pulmonologists to carefully evaluate for evidence of underlying CTD in all patients who present with ILD. Our clinical approach is shown in Table 1 .
Little evidence guides which patients with CTD-ILD should receive immunosuppressive therapy targeting their underlying ILD. Some patients may not require therapy, and we do not routinely initiate therapy for patients with asymptomatic or mild ILD and may recommend serial monitoring of symptoms and pulmonary function. Although expert opinion and case series suggest a benefi t to therapy in some patients, the level of evidence is not robust. When deciding whether a patient with CTD-ILD may benefi t from immunosuppressive therapy, we evaluate the following factors: rate of disease progression, severity of lung disease, underlying CTD, likelihood of response based on radiographic and histopathologic patterns, patient age, and ability to comply with therapy and monitoring. Only with coordinated national registries and multicenter trials will a clear understanding of the pathophysiology and treatment of CTD-ILD be gained.
Here, we present recent advances in the diagnosis and treatment of ILD in the most common rheumatologic diseases complicated by ILD: systemic sclerosis (SSc), rheumatoid arthritis (RA), polymyositis and dermatomyositis, and Sjögren syndrome. We review data regarding the subgroup of patients with ILD who meet some, but not all, diagnostic criteria for a CTD.
Systemic Sclerosis
SSc is a heterogeneous systemic disorder characterized by excessive collagen deposition. 4 The diagnostic criteria for SSc 5 (Appendix 1 ) are currently being updated by professional rheumatology societies. 6 Limited cutaneous (lc) SSc is skin thickening that is confi ned to distal extremities (below the elbows and knees) and above the clavicles. Diffuse cutaneous (dc) SSc is skin thickening that involves proximal extremities and the torso. 7 Traditionally, the development of pulmonary hypertension is considered more likely in patients with lcSSc, and the development of ILD is considered more likely in those with dcSSc. 8 In the Scleroderma Lung Study, there were no signifi cant differences in the frequency of alveolitis on HRCT scan between lcSSc and dcSSc, suggesting that all patients with SSc are at risk for ILD. 7 The majority of patients with SSc have esophageal involvement, with gastroesophageal refl ux being a risk factor for the development and progression of ILD. 9 Esophageal dilation is a common radiographic abnormality found in 62% to 80% of patients with SSc, even Patients who received a stem cell transplantation had signifi cant improvements in FVC within 12 months (rate of change, 1 15% vs 2 9% in control patients; P 5 .006), and 80% noted sustained improvement for at least 2 years. These results suggest that stem cell transplantation may be more benefi cial than IV cyclophosphamide, but further studies in patients with SSc-ILD are needed. Several case reports described the use of rituximab for patients with cyclophosphamide-refractory SSc-ILD. [26] [27] [28] Improvements in symptoms, in pulmonary function tests, and on HRCT scan were noted in all cases. In one patient, recurrent respiratory symptoms developed 1 year later, and rituximab therapy again produced a clinical response. 26 Thus, a wide variety of immunosuppressive therapies have been used to treat SSc-ILD, with varying degrees of success. Medications used in patients with SSc-ILD and other CTDs are summarized in Table 2 .
Pulmonary Hypertension in SSc-ILD
The development of pulmonary hypertension is a well-described complication of SSc. In SSc-ILD, pulmonary hypertension likely results from destruction of the pulmonary vasculature from progressive fi brosis and hypoxia-induced vascular remodeling. The 1-, 2-, and 3-year survival for these patients is 71%, 39%, and 21%, respectively. 4 Although therapeutic interventions for pulmonary hypertension in SSc have been tested, many trials excluded patients with ILD. Thus, until recently, little was known about the clinical characteristics and treatment options for patients with SSc-ILD and pulmonary hypertension.
Launay and colleagues 37 evaluated patients with SSc and pulmonary hypertension with (n 5 50) and without (n 5 47) ILD. Although baseline demographic differences existed, diffusing capacity of lung for carbon monoxide and mean pulmonary artery pressures were the same for both groups. The management of these patients was not standardized. Patients with SSc-ILD and mild pulmonary hypertension received bosentan (67%), sildenafi l (7%), and no therapy (27%). Those with moderate to severe pulmonary hypertension received bosentan (69%), inhaled iloprost (9%), continuous IV epoprostenol (3%), and sildenafi l (3%). The authors noted a trend toward worse survival for patients with SSc with ILD compared with those without ILD ( P 5 .08).
Le Pavec et al 4 reported findings from a retrospective study of 70 well-characterized patients with SSc-ILD and pulmonary hypertension documented by right heart catheterization. All patients received oral anticoagulation, diuretics, and oxygen supplementation. Fifty-nine percent of the cohort had severe pulmonary hypertension, with mean pulmonary artery gastroesophageal refl ux episodes and a higher number of refl ux episodes that reached the proximal esophagus. Extent of pulmonary fi brosis on HRCT scan correlated with episodes of gastroesophageal refl ux, supporting an association between refl ux and fi brosis. Preliminary evidence has demonstrated that some patients with SSc-ILD may benefi t from antirefl ux medications, including high-dose proton pump inhibitors and prokinetic medications 12 ; however, validation studies are needed.
The median survival for patients with SSc-ILD is 5 to 8 years. 13 The most common radiographic fi ndings for these patients are ground glass opacities and fi brosis. 14 The extent of disease on HRCT scan, combined with FVC, can be used to stage SSc-ILD and provide prognostic information. 15 Retrospective analyses suggest that patients with more severe reticular opacities on HRCT scan might be the most likely to benefi t from cyclophosphamide therapy. 16 The Scleroderma Lung Study was a randomized, double-blind, placebo-controlled trial of oral cyclophosphamide therapy Յ 2 mg/kg/d for 12 months in 158 patients with SSc-ILD. 17 Treatment was associated with a slowing of the decline in pulmonary function (mean absolute difference in adjusted 12-month FVC, 2.53%; P , .03) and improvement in dyspnea, functional abilities, health-related quality of life, and skin thickening. Cyclophosphamide therapy was associated with a higher incidence of hematuria, leukopenia, and neutropenia. Comparing patients with lcSSc and dcSSc, there were no differences in baseline disease severity, severity-adjusted rate of progression, or response to cyclophosphamide. With the exception of improvement in dyspnea, the benefi ts of cyclophosphamide were no longer present at 24 months. 18 Although trials have examined cyclophosphamide in patients with SSc-ILD, the benefi t and utility of this therapy remain controversial. A Cochrane metaanalysis did not demonstrate clinically significant improvement in pulmonary function. 19 The European League Against Rheumatism recommends that cyclophosphamide be considered in SSc-ILD, with dose and duration of treatment adjusted according to the patient's course. 20 Several case series have reported improvement or stabilization of lung disease in . 75% of patients with SSc-ILD treated with mycophenolate mofetil. [21] [22] [23] These results led to an ongoing randomized, double-blind trial comparing mycophenolate to oral cyclophosphamide for patients with SSc-ILD. 24 The role of hematopoietic stem cell transplantation has been studied in an open-label randomized trial of stem cell transplantation (n 5 10) vs IV cyclophosphamide (n 5 9) for patients with SSc and end-organ disease. 25 The majority of patients in both treatment groups had evidence of pulmonary involvement.
Unlike other CTD-ILD, clinical trials have examined the impact of immunosuppressive treatment of SSc-ILD. In our opinion, the Scleroderma Lung Study should serve as a model for designing trials of therapy in other CTD-ILD. Although oral cyclophosphamide was associated with a slower decline in lung function, the magnitude of benefi t was small and did not persist beyond the treatment period, leading to studies of other immunosuppressive agents in SSc-ILD.
Rheumatoid Arthritis
RA is a systemic, chronic infl ammatory disease that commonly affects small joints. The diagnostic criteria for RA (Appendix 1) have been revised to enhance detection of earlier stages of disease. 38 The development of ILD is associated with shortened survival, 39 more severe underlying joint disease, 40 and tobacco use. 41 Current theories posit that tobacco use and RA act synergistically to cause infl ammation and damage to epithelial and endothelial cells, which promotes the development of pulmonary fi brosis. 41 Although it is common for ILD to be diagnosed concurrent with or after RA, a population-based study suggests that pressures of Ն 40 mm Hg. As fi rst-line therapy, 46 subjects received an endothelin receptor antagonist and 20 a phosphodiesterase-5 inhibitor. Twenty-four percent improved by one or more World Health Organization functional classes, 64% were stable, and 12% deteriorated by one or more functional classes. The investigators were unable to identify variables predictive of response to therapeutic intervention. On multivariate analysis, worsening oxygenation ( P 5 .04) and deteriorating renal function ( P 5 .03) were risk factors for mortality.
These studies demonstrated that pulmonary hypertension develops in patients with SSc-ILD and that treatment results in clinical improvement or stabilization in some cases. Nonetheless, these results also highlight the need for therapeutic trials to determine which medications will be most benefi cial for this unique subset of patients.
In summary, recent studies of SSc-ILD have demonstrated that (1) ILD develops in patients with both lcSSc and dcSSc, (2) esophageal dysfunction and gastroesophageal refl ux may contribute to ILD in patients with SSc, and (3) pulmonary hypertension in SSc-ILD portends a poorer prognosis. Trials are needed to determine optimal treatment strategies. macronodular organizing pneumonia (OP), occurring weeks to months from the last drug infusion, and has been reported in patients with RA. The treatments for medication-induced pneumonitis include discontinuation of the offending medication and administration of high-dose corticosteroids.
In summary, a variety of radiographic and histopathologic patterns are seen in patients with RA-ILD. Given the therapies commonly used to treat RA, druginduced pneumonitis is an important consideration in the differential diagnosis of RA-ILD. If the decision is made to treat RA-ILD, the fi rst-line therapy is prednisone. There is little evidence to guide the use and selection of additional immunosuppressive therapies.
Dermatomyositis and Polymyositis
Dermatomyositis and polymyositis are characterized by skeletal muscle infl ammation and often involve the skin and lungs (Appendix 1). Skin fi ndings in dermatomyositis include a violaceous erythematous rash over the interphalangeal joints, knuckles, elbows or knees (Gottron sign), eyelids (heliotrope rash), or nape of the neck and upper chest or upper back and shoulders (V or shawl sign). 52 Some patients have amyopathic dermatomyositis characterized by minimal to no muscle involvement yet fulminant ILD, making awareness of these characteristic skin fi ndings crucial for diagnosis. 53 An important variant is the antisynthetase antibody syndrome, which is defi ned by a positive serologic test for antiaminoacyl transfer RNA (tRNA) synthetase antibodies, such as the histidyl tRNA synthetase (Jo-1) antibody and one or more of the following: myositis; ILD; arthritis; fever; Raynaud phenomenon; or erythema, hyperkeratosis, and cracking of the lateral aspects of the fi ngers (mechanic's hands). 30, 54 Dermatomyositis and polymyositis are more common in women and black patients. 33, 52 Environmental factors may trigger onset in individuals with a genetic predisposition to autoimmunity. Medi ca tions and malignancy may cause the initiation and maintenance of autoantibodies that also target muscle and lung. 55 It is estimated that up to 40 cases of statin-related ILD were reported to the US Food and Drug Administration for every 10,000 statin-associated adverse events. 56 A minority of these patients noted myalgias or myositis. A literature review identifi ed malignancy in 1.3% to 7.5% of patients with a dermatomyositis-or polymyositis-related ILD, with a case report of resolution of the ILD and myositis after treatment of the underlying tumor. 57 These observations confi rm that a careful medication review and age-appropriate cancer screening should be performed in all patients with dermatomyositis or polymyositis and ILD.
3.5% of patients with RA were given a diagnosis of ILD prior to the diagnosis of RA. 40 Multiple radiographic and histopathologic patterns have been described for patients with RA-ILD, which have prognostic implications. Patients with RA with a usual interstitial pneumonia (UIP) pattern on HRCT scan have worsened survival compared with those with nonspecifi c interstitial pneumonia (NSIP) ( P 5 .02). 42 Although patients with RA-ILD with an NSIP pattern may benefi t from immunosuppressive therapy, there is insuffi cient evidence to determine the impact and utility of treating patients with a UIP pattern. 43 A study of patients with histopathologic UIP patterns demonstrated that patients with RA-ILD have improved survival compared with patients with idiopathic pulmonary fi brosis (IPF). 44 For patients with newly diagnosed RA-ILD, fi rst-line treatment is high-dose prednisone. 45 Evidence for the selection of additional immunosuppressive therapies is weak, consisting of case reports, case series, and registries. Older reports described the use of azathioprine or cyclosporine as treatment of RA-ILD. 45 Several newer agents have been cited in case reports and case series, including mycophenolate mofetil 46 ; tumor necrosis factor-a inhibitors, specifi cally infl iximab 29 ; and the IL-6 receptor inhibitor tocilizumab. 34 Although these agents were reported to stabilize or improve respiratory status, recommendations for their routine use cannot be made without stronger evidence. The safety and efficacy of rituximab, a B-cell-depleting anti-CD20 antibody, is currently under investigation for patients with RA-ILD. 47 Drug-induced pneumonitis is an important consideration in the differential diagnosis of patients with suspected RA-ILD. Clinicians should perform a thorough review of medication usage. The diagnosis of drug-induced pneumonitis requires exclusion of concurrent infection; radiographic evidence of interstitial or alveolar opacities; and, if available, histopathologic fi ndings consistent with hypersensitivity pneumonitis or drug toxicity. The American College of Rheumatology recommends avoiding methotrexate in patients with RA and established ILD. 48 Some rheumatologists recommend that patients with RA starting methotrexate undergo a baseline chest radiograph and pulmonary function tests, which can be used for comparison if respiratory symptoms develop, 49 although this has not been incorporated into formal guidelines.
Although rare, lefl unomide-induced pneumonitis has a signifi cant impact on mortality. It is most common within the fi rst 20 weeks of treatment and may be more common in patients with RA with previous exposure to methotrexate or with preexisting ILD, although these risk factors require further investigation. 50 Pulmonary toxicities from rituximab are well described. 51 Chronic rituximab-induced lung disease manifests as partly because of the diffi culty of performing trials in this small patient population. Corticosteroids have been the mainstay of therapy, but the response is variable, and some patients may require combination therapy. 33, 60 Several case series attest to benefi t from cyclophosphamide, but this is reserved for severe or refractory cases given its serious toxicities. There are case series of patients improving with treatment with tacrolimus and mycophenolate mofetil and case reports of improvement in refractory cases after rituximab and IV immunoglobulin. 33, 35, 36, 62, 63 In summary, the following general principles of therapy have been suggested in reviews and guidelines: (1) Response of muscle and skin disease to therapy does not track with and cannot predict the response of ILD, (2) ILD associated with dermatomyositis, especially the amyopathic variant, may be more acute and severe and less responsive to therapy, and (3) early treatment with prednisone and additional immunosuppressive agents may result in improved outcomes for some patients. 33 
Sjögren Syndrome
Primary Sjögren syndrome is a chronic autoimmune disease in which lymphocytic infi ltration destroys exocrine glands, causing mucosal dryness. Although lacrimal and salivary glands are most commonly affected, glandular dysfunction and impaired mucosal defense within the lung may increase susceptibility to pulmonary infl ammation, predisposing to the development of parenchymal fi brosis. 64 Diagnostic criteria for Sjögren syndrome 65 are shown in Appendix 1.
Five-year survival for patients with Sjögren-ILD is 84%. 66 Common radiographic fi ndings are ground glass opacities (45%-92%) and fibrotic honeycomb cysts (13%-43%). [66] [67] [68] Although parenchymal cysts are found less commonly than other radiographic patterns in patients with Sjögren-ILD (7%-17%), 64, 67, 68 multifocal cysts on HRCT scan raises clinical suspicion for Sjögren-ILD.
Several histopathologic patterns have been described, including NSIP, UIP, OP, and lymphocytic interstitial pneumonia (LIP). 69 LIP is a benign lymphoproliferative disease characterized by diffuse proliferation of polyclonal lymphocytes and plasma cells in the interstitium. 31 Its typical radiographic appearance is ground glass opacities with thin-walled cysts. 69 LIP was considered one of the most common pulmonary manifestations, but studies have demonstrated a much lower prevalence (0.9%-17%). 68, 69 This may be secondary to revisions in histopathologic criteria for idiopathic interstitial pneumonias, particularly NSIP. 68 A case report noted clinical and radiographic improvement for a patient with Sjögren-ILD who had LIP ILD is common (35%-45%) and presents prior to the onset of myositis in 18% to 20% of patients. Most patients with ILD have a chronic, slowly progressive course, but subacute worsening may occur. 33, 54 A rapidly progressive form with acute hypoxemic respiratory failure from diffuse alveolar damage or fulminant OP is seen most often in patients with amyopathic dermatomyositis. 30, 53 Pneumothorax and pneumomediastinum have been described in the setting of CTD-ILD, with the majority of patients noted to have dermatomyositis. 33 A summary of advances in ILD-associated dermatomyositis or polymyositis was published in CHEST. 30 This review highlights the variable and subtle presentations of these patients, requiring a high index of suspicion for the presence of ILD in the setting of myositis and for dermatomyositis or polymyositis in patients with seemingly idiopathic ILD or ARDS. In addition to electromyogram, MRI of proximal muscles may show skeletal muscle edema suggestive of infl ammation, which may aid in diagnosis and guide muscle biopsy. 52 Many patients with myositis-associated ILD will have minimally elevated creatine kinase or aldolase levels, with the diagnosis suggested by the presence of myositis-associated autoantibodies, such as an antinuclear antibody (ANA) titer or anti-Ro antibody (anti-SSA). Several myositis-specifi c autoantibodies, such as the tRNA synthetase antibodies, have now been described, can be detected at specialized laboratories, and are of suffi cient specifi city to confi rm the diagnosis in the appropriate clinical setting. 55 Patients with negative ANA and anti-Jo-1 antibody fi ndings may have tRNA synthetase antibodies such as anti-PL-12 (anti-alanyl-tRNA synthetase) autoantibodies, which in one series was associated with ILD in 90% of the patients. 58 In two small series, a positive anti-SSA in patients with Jo-1-positive antisynthetase syndrome was associated with increased fi brosis on HRCT scan. 59, 60 A decreased response to therapy was also noted in one of these studies. 59 Radiographic and pathologic fi ndings in patients with ILD secondary to dermatomyositis or polymyositis are the most varied of all the CTD-ILD. NSIP is most commonly reported, but OP is frequently noted and may occur in combination with NSIP. 54 A study of patients with polymyositis and dermatomyositis showed that all patients with fatal ILD had ground glass opacities on HRCT scan, with consolidation being the principal fi nding in most nonfatal cases. 61 Poor outcome was associated with rapidly progressive respiratory failure and dermatomyositis.
CD8 1 T cells are believed to be the primary infl ammatory mediators in polymyositis, with B cells and CD4 1 T cells noted in dermatomyositis and ILD. 30 These advances in understanding the infl ammatory pathways have not led to breakthroughs in therapy symptoms, and serologic tests suggestive of an underlying autoimmune disease but who do not fulfi ll all diagnostic criteria for a specifi c CTD. Several studies suggested that these patients may have an undifferentiated CTD. 72, 73 However, in the rheumatologic literature, undifferentiated CTD is a mild dis ease in which pulmonary fi brosis develops in , 1% of patients. 74, 75 This has led to a lack of consensus between pulmonologists and rheumatologists about the terminology that should be used to describe these patients. 76 We have proposed a new term, autoimmunefeatured ILD (AIF-ILD), to describe this subset of patients with ILD who meet some, but not all, diagnostic criteria for a CTD (Appendix 1). 77 Of 200 patients with ILD who underwent a comprehensive, systematic evaluation for CTD, 32% met proposed criteria for AIF-ILD, suggesting that this may be a common entity. The majority of patients with AIF-ILD had multiple symptoms and multiple abnormal serologic tests. Clinical and demographic characteristics of patients with AIF-ILD differed from both IPF and CTD-ILD. The most common radiographic and histopathologic pattern for patients with AIF-ILD was UIP; NSIP was also noted. Although survival in patients with AIF-ILD was comparable to patients with IPF, those with AIF-ILD with an ANA titer Ն 1:1,280 had improved survival.
Corte et al 73 evaluated 101 patients with idiopathic interstitial pneumonias who underwent surgical lung biopsy and found that 21% had symptoms and serologic tests suggestive of an underlying CTD. Two-thirds of the patients had an NSIP pattern on surgical lung biopsy, whereas one-third had a UIP pattern. There were no differences in survival between patients with and without autoimmune features. However, in the and was treated with corticosteroids, azathioprine, and hydroxychloroquine. 70 However, the authors noted other cases where fi brosis progressed despite immunosuppression. Another case series reported symptomatic improvement in one patient treated with rituximab. 71 Additional case series have reported the effects of immunosuppressive therapy for Sjögren-ILD. In one series, patients were treated with prednisone and if needed, hydroxychloroquine, azathioprine, or cyclophosphamide. 68 One-half of the patients had a Ն 10% increase in FVC or Ն 15% increase in diffusing capacity of lung for carbon monoxide following therapy, whereas 28% experienced deterioration. The second series described 20 patients with Sjögren-ILD, 11 of whom were treated with azathioprine. 31 Six of these patients also received prednisone. FVC increased . 10% in seven patients who received treatment. Although these therapies demonstrated improvement in case series, clinical trials are needed before they can be recommended.
In summary, recent studies have demonstrated that (1) Sjögren-ILD is associated with various histopathologic patterns, including NSIP and LIP, and (2) the presence of multifocal cysts on HRCT scan should raise clinical suspicion for Sjögren-ILD. It is important for pulmonologists to recognize that Sjögren-ILD can result in severe disease. Evidence to guide treatment strategies remains limited.
Significance of Autoimmune Features
It is crucial to evaluate for underlying CTD in patients with ILD because CTD affects both prognosis and treatment. Performing this evaluation will yield a subset of patients with ILD who may have signs, InterMune, and Gilead to conduct clinical trials in IPF. Dr Vij has reported that no potential confl icts of interest exist with any companies/organizations whose products or services may be discussed in this article . subset of patients with HRCT scan fi ndings atypical for IPF and adjusted for disease severity, two characteristics were associated with improved survival: the presence of Raynaud phenomenon and women aged , 50 years. In summary, these studies highlight the increasing recognition of patients with AIF-ILD. At present, their clinical, radiographic, and histopathologic characteristics remain heterogeneous. Although there are studies suggesting that an NSIP pattern is suggestive of an underlying autoimmune disease, 72 patients with a UIP pattern on HRCT scan or lung biopsy specimen can also have autoimmune features, which may portend a better prognosis. 77 It is likely that the diagnostic criteria that distinguish this group will be revised as larger patient populations are studied. Nonetheless, many important questions remain: Where in the spectrum of autoimmune lung diseases do these patients belong? Is the course of their disease different from that of patients with idiopathic interstitial pneumonias or CTD-ILD? Is there a benefi t to treating these patients with immunosuppressive therapies, and if so, which ones? Additional studies are needed to address these issues.
Conclusion
Compared with idiopathic interstitial pneumonias, CTD-ILD is associated with a more favorable prognosis and, in some cases, may respond to immunosuppressive therapy. Thus, it is crucial to evaluate for underlying CTD in all patients presenting with ILD. Although CTD-ILD shares an underlying autoimmune dysfunction, differences in pathogenesis lead to varied clinical presentations. We have summarized new thinking in the diagnosis and management of CTD-ILD in Table 3 .
Some patients with CTD-ILD will be treated with immunosuppressive therapy directed toward nonpulmonary systemic manifestations of their CTD. Specifi c monitoring of pulmonary disease is necessary because the course of ILD does not always follow systemic disease activity. Based on ILD disease severity and progression, some patients with CTD-ILD may benefi t from immunosuppressive therapy directed toward ILD. Currently, there is little evidence to guide treatment strategies for patients with CTD in whom ILD develops. Well-designed, adequately powered clinical trials are urgently needed in CTD-ILD to guide the selection and optimal duration of immunosuppressive medications. 
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